YELLOW LESIONS
Several systemic disorders are characterized by yellow-colored cutaneous papules or plaques—hyperlipidemia (xanthomas), gout (tophi),
diabetes (necrobiosis lipoidica), pseudoxanthoma elasticum, and MuirTorre syndrome (sebaceous tumors). Eruptive xanthomas are the most
common form of xanthomas and are associated with hypertriglyceridemia (primarily hyperlipoproteinemia types I, IV, and V). Crops of yellow papules with erythematous halos occur primarily on the extensor
surfaces of the extremities and the buttocks, and they spontaneously
involute with a fall in serum triglycerides. Types II and III result in one
or more of the following types of xanthoma: xanthelasma, tendon xanthomas, and plane xanthomas. Xanthelasma are found on the eyelids,
whereas tendon xanthomas are frequently associated with the Achilles
and extensor finger tendons; plane xanthomas are flat and favor the
palmar creases, neck, upper trunk, and flexural folds. Tuberous xanthomas are frequently associated with hypertriglyceridemia, but they
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PINK LESIONS
The cutaneous lesions associated with primary systemic amyloidosis
are often pink in color and translucent. Common locations are the
face, especially the periorbital and perioral regions, and flexural areas.
On biopsy, homogeneous deposits of amyloid are seen in the dermis
and in the walls of blood vessels; the latter lead to an increase in vessel
wall fragility. As a result, petechiae and purpura develop in clinically
normal skin as well as in lesional skin following minor trauma, hence
the term pinch purpura. Amyloid deposits are also seen in the striated
muscle of the tongue and result in macroglossia.
Even though specific mucocutaneous lesions are present in only
~30% of the patients with primary systemic (AL) amyloidosis, the
diagnosis can be made via histologic examination of abdominal subcutaneous fat, in conjunction with a serum free light chain assay. By
special staining, amyloid deposits are seen around blood vessels or
individual fat cells in 40–50% of patients. There are also three forms
of amyloidosis that are limited to the skin and that should not be construed as cutaneous lesions of systemic amyloidosis. They are macular
amyloidosis (upper back), lichen amyloidosis (usually lower extremities), and nodular amyloidosis. In macular and lichen amyloidosis,
the deposits are composed of altered epidermal keratin. Early-onset
macular and lichen amyloidosis have been associated with MEN syndrome, type 2a.
Patients with multicentric reticulohistiocytosis also have pinkcolored papules and nodules on the face and mucous membranes as
well as on the extensor surface of the hands and forearms. They have
a polyarthritis that can mimic rheumatoid arthritis clinically. On histologic examination, the papules have characteristic giant cells that are
not seen in biopsies of rheumatoid nodules. Pink to skin-colored papules that are firm, 2–5 mm in diameter, and often in a linear arrangement are seen in patients with papular mucinosis. This disease is also
referred to as generalized lichen myxedematosus or scleromyxedema.
The latter name comes from the induration of the face and extremities that may accompany the papular eruption. Biopsy specimens
of the papules show localized mucin deposition, and serum protein
electrophoresis plus immunofixation electrophoresis demonstrates a
monoclonal spike of IgG, usually with a λ light chain.

are also seen in patients with hypercholesterolemia and are found most
frequently over the large joints or hand. Biopsy specimens of xanthomas show collections of lipid-containing macrophages (foam cells).
Patients with several disorders, including biliary cirrhosis, can have
a secondary form of hyperlipidemia with associated tuberous and
plane xanthomas. However, patients with plasma cell dyscrasias have
normolipemic plane xanthomas. This latter form of xanthoma may be
≥12 cm in diameter and is most frequently seen on the upper trunk or
side of the neck. It is important to note that the most common setting
for eruptive xanthomas is uncontrolled diabetes mellitus. The least
specific sign for hyperlipidemia is xanthelasma, because at least 50% of
the patients with this finding have normal lipid profiles.
In tophaceous gout, there are deposits of monosodium urate in
the skin around the joints, particularly those of the hands and feet.
Additional sites of tophi formation include the helix of the ear and the
olecranon and prepatellar bursae. The lesions are firm, yellow in color,
and occasionally discharge a chalky material. Their size varies from 1
mm to 7 cm, and the diagnosis can be established by polarized light
microscopy of the aspirated contents of a lesion. Lesions of necrobiosis
lipoidica are found primarily on the shins (90%), and patients can have
diabetes mellitus or develop it subsequently. Characteristic findings
include a central yellow color, atrophy (transparency), telangiectasias,
and a red to red-brown border. Ulcerations can also develop within the
plaques. Biopsy specimens show necrobiosis of collagen and granulomatous inflammation.
In pseudoxanthoma elasticum (PXE), due to mutations in the gene
ABCC6, there is an abnormal deposition of calcium on the elastic fibers
of the skin, eye, and blood vessels. In the skin, the flexural areas such
as the neck, axillae, antecubital fossae, and inguinal area are the primary sites of involvement. Yellow papules coalesce to form reticulated
plaques that have an appearance similar to that of plucked chicken
skin. In severely affected skin, hanging, redundant folds develop.
Biopsy specimens of involved skin show swollen and irregularly
clumped elastic fibers with deposits of calcium. In the eye, the calcium
deposits in Bruch’s membrane lead to angioid streaks and choroiditis;
in the arteries of the heart, kidney, gastrointestinal tract, and extremities, the deposits lead to angina, hypertension, gastrointestinal bleeding, and claudication, respectively.
Adnexal tumors that have differentiated toward sebaceous glands
include sebaceous adenoma, sebaceous carcinoma, and sebaceous
hyperplasia. Except for sebaceous hyperplasia, which is commonly
seen on the face, these tumors are fairly rare. Patients with Muir-Torre
syndrome have one or more sebaceous adenoma(s), and they can also
have sebaceous carcinomas and sebaceous hyperplasia as well as keratoacanthomas. The internal manifestations of Muir-Torre syndrome
include multiple carcinomas of the gastrointestinal tract (primarily
colon) as well as cancers of the larynx, genitourinary tract, and breast.
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patient has multiple BCCs, especially prior to age 30, the possibility of
the nevoid basal cell carcinoma syndrome should be raised. It is inherited as an autosomal dominant trait and is associated with jaw cysts,
palmar and plantar pits, frontal bossing, medulloblastomas, and calcification of the falx cerebri and diaphragma sellae. Tricholemmomas are
also skin-colored adnexal tumors but differentiate toward hair follicles
and can have a wartlike appearance. The presence of multiple tricholemmomas on the face and cobblestoning of the oral mucosa points
to the diagnosis of Cowden disease (multiple hamartoma syndrome)
due to mutations in the phosphatase and tensin homolog (PTEN)
gene. Internal organ involvement (in decreasing order of frequency)
includes fibrocystic disease and carcinoma of the breast, adenomas and
carcinomas of the thyroid, and gastrointestinal polyposis. Keratoses of
the palms, soles, and dorsal aspect of the hands are also seen.

RED LESIONS
Cutaneous lesions that are red in color have a wide variety of etiologies;
in an attempt to simplify their identification, they will be subdivided
into papules, papules/plaques, and subcutaneous nodules. Common
red papules include arthropod bites and cherry hemangiomas; the
latter are small, bright-red, dome-shaped papules that represent a
benign proliferation of capillaries. In patients with AIDS (Chap. 226),
the development of multiple red hemangioma-like lesions points to
bacillary angiomatosis, and biopsy specimens show clusters of bacilli
that stain positive with the Warthin-Starry stain; the pathogens
have been identified as Bartonella henselae and Bartonella quintana.
Disseminated visceral disease is seen primarily in immunocompromised hosts but can occur in immunocompetent individuals.
Multiple angiokeratomas are seen in Fabry disease, an X-linked
recessive lysosomal storage disease that is due to a deficiency of
α-galactosidase A. The lesions are red to red-blue in color and can be
quite small in size (1–3 mm), with the most common location being the
lower trunk. Associated findings include chronic renal disease, peripheral neuropathy, and corneal opacities (cornea verticillata). Electron
photomicrographs of angiokeratomas and clinically normal skin demonstrate lamellar lipid deposits in fibroblasts, pericytes, and endothelial
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